The possibility that infection may trigger episodes of acute anterior uveitis (AAU) has been the subject of speculation and investigation for some years. In a small number of cases AAU may develop after an acute enteric infection with salmonella,' shigella,2 or Yersinia enterocolitica.3 A genetic predisposition to the development of AAU is known. About half of all cases carry the tissue antigen HLA-B27. 4 There is a strong association of AAU with various rheumatic diseases known as the seronegative spondylarthropathies, and most patients with these spondylarthropathies and those who develop AAU after enteric infection carry the HLA-B27 antigen.
Many ophthalmologists have had the impression that there are seasonal fluctuations in the incidence of AAU. Seasonal fluctuations in the frequency of a disease, particularly an acute inflammatory process such as AAU, suggest that an environmental factor may be involved in initiating or modulating the disease. It was therefore decided to examine the month of onset of all recorded episodes of AAU in a prospective, consecutive series of patients presenting over a 24 month period. uveitis were excluded from the study. Twenty-nine of these patients had earlier recorded and confirmed episodes of AAU with the month of onset available from the hospital records. Three patients had two episodes each during the study. In all 207 episodes were included. All patients were examined for HLA-A and B loci with the standard two-stage microlymphocytotoxicity assay.
Statistical analysis. Statistical analysis was carried out by x2 with Yates's correction for small numbers. Analysis of the results was carried out in two ways. In the first instance a 12-cell x2 analysis for incidence of AAU per month was examined. The null hypothesis was that there should be no excessive fluctuations in any month. This form of statistical analysis makes no attempt to examine any particular month but merely indicates whether there was a significant deviation 202
Seasonal variation ofacute anterior uveitis from the expected monthly incidence. In the second analysis the patients were divided on the basis of HLA-B27 tissue type, sex, presence of arthritis or first or recurrent attacks, and again 12 cell x2 tables were constructed.
Results
The results showed a statistically significant deviation from the expected observations when all AAU patients were examined (Fig. 1) , x2 = 21-3, df = 11, p<O0O5). When patients were divided on the basis of HLA-B27 tissue typing, the deviation was found to occur only in the B27 negative patients (Fig. 2) total came from the months of August to November, and particularly November itself. Although there was a slight increase in the incidence of HLA-B27 positive AAU in the four months from August to November inclusive (Fig. 3) , there was no significant deviation from the expected results in this patient group. There was no statistically significant monthly difference in incidence observed in males or females, in patients with first or recurrent attacks, or in patients with and without arthritis.
Discussion
Our results showed a significant deviation of incidence of episodes of HLA-B27 negative AAU during the southern hemisphere spring months in a prospective group of patients studied in Melbourne. The hypothesis under test was not a priori related specifically to any particular month or group of months.
Although examination of the tables showed that the largest contribution to the x2 value came from the spring months, it is not possible statistically to analyse these data further. To confirm this observation it would be necessary to examine a new series of patients, and investigate the specific hypothesis that there is a seasonal peak in HLA-B27 negative AAU during the spring months.
A seasonal change in hospital referral patterns appears unlikely to be the reason for the change. Firstly, there is no obvious specific reason for an increase in hospital referrals at that time such as holiday periods or unavailability of private ophthalmological treatment. Secondly, the observation that this increase in patients occurred in a subgroup of patients who have distinctive clinical and immunological features5-7 makes it more likely that the increase is a real observation and an important aetiological factor in the production of these diseases.
The most likely explanation for the seasonal fluctuation is the effect of a common environmental factor acting on the B27 negative subgroup of AAU patients. 8 The possibilities include infective agents, dietary changes, or possibly seasonal allergic phenomena.
Apart from the small number of cases of AAU associated with Gram-negative enteric pathogens the evidence for infective factors in idiopathic AAU is preliminary. Recent reports have implicated faecal carriage Klebsiella pneumoniae with the development of AAU in patients with ankylosing spondylitis.9-'0 We have recently observed a similar increase in AAU faecal carriage of klebsiella in a prospective series of unselected AAU patients. 5 In the main, however, it has been HLA-B27 positive 
